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SPECIFICATION AMENDMENTS: 

Please replace paragraph [0026] with the following rewritten paragraph: 

[0026] In order to prepare a paclitaxel (added amounts)/lipid molar ratio of 1/14, 1 .23 
mg paclitaxel was added into the alcoholic admixture of the second phospholipid-12.2 
mg/ml egg phosphatidyl choline (EPC), the first phospholipid- 2.28 mg/ml hydrogenated 
egg phosphatidyl choline (HEPC), and other additives- 2.28 mg/ml cholesterol and 5.4 
mg/ml methoxy polyethylene glycol-distearyloyl phosphatidyl ethanolamine (MPEG- 
DSPE). In the following examples, "MPEG" represents mPEG2000-DSPE, which is 
regarded to have the same transition temperature as DSPE (i.e. Tg = 74 °C). The 
alcoholic admixture may also contain other antioxidants and cholesterol or cholesterol 
derivatives. Examp le s of chol e st e rol d e r i vat i v e s i nclud e po l y e thy le n e glycol 600 
mono(cho l ostoryl) othor sobacato and cholostory l oloyl carbonate . Therefore, the 
composition of alcoholic admixture illustrated in this example was not to be limited. The 
solution was evaporated under vacuum to remove the solvent and form a lipid film on 
the wall of the round-bottom flask at which time, 1 ml, 10 % (w/v) sucrose was added to 
the flask for hydration. Large multilamellar liposomes were suspended, followed by 
sonicating for 10 mins in order to obtain small unilamellar vesicles. Paclitaxel- 
containing liposomes were then sterilized by filtration through 0.2 pm cellulose acetate 
membrane. Laser particle size analyzer (Coulter N4 plus) was used to analyze the 
particle sizes of the vesicles. The average diameter was approximately 120 nm. After 
filtration, the concentration of the incorporated paclitaxel in the liposome is determined 
by HPLC. It was approximately 1 .0 mg/ml and the incorporation efficiency was about 
80%. 
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Please replace paragraph [0050] with the following rewritten paragraph: 

[0050] The liposome system of the invention can be also used for incorporating 
other hydrophobic drugs, such as retinoic acid. To prepare a drug added amounts/lipid 
molar ratio of 1/3, 2 mg all-frans retinoic acid (ATRA) was added into the alcoholic 
admixture of 12.2 mg/ml egg phosphatidyl choline (EPC), 2.28 mg/ml hydrogenated soy 
phosphatidyl choline (HSPC), 2.28 mg/ml cholesterol, and 5.4 mg/ml methoxy 
polyethylene glycol-distearyloyl phosphatidyl ethanolamine (MPEG-DSPE). The 
alcoholic admixture may also contain other antioxidants or cholesterol derivatives. 
Examp l es of cholostorol derivatives inc l ude po l yethy l ene glyco l 600 mono(cholostery l ) 
other sobacat e and cholestery l o l ey l carbonat e . Therefore, the composition of alcoholic 
admixture of this example is used for illustrating sense, rather in a restricted sense. 
The solution containing ATRA was evaporated under vacuum to remove solvent, and a 
lipid film was formed on the wall of the round-bottom flask. After evaporation, the lipid 
film was hydrated with 1 ml, 10 % (w/v) of sucrose to produce suspensions of 
multilamellar vesicles. Then, the liposome suspension was sonicated for 10 mins to 
obtain smaller unilamellar vesicles. Retonic acid-containing liposomes then were 
sterilized by filtration through 0.2 pm CA-membrane. Particle size was analyzed by 
laser particle size analyzer, and the average diameter was approximately 160 nm. After 
filtration, the concentration of retinoic acid incorporated in liposomes was determined by 
HPLC, and was approximately 1 .9 mg/ml. The incorporation efficiency was more than 
90 %, and ATRA/lipid ratio was up to 33 mole%. 

Please replace paragraph [0051] with the following rewritten paragraph: 

[0051] The liposomes, prepared by the procedure described above, can also 
encapsulate large amounts of ATRA. Accordingly, the liposomes prepared by 
description of example is able to encapsulate all of retinoic acid and its derivatives. 
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Examples of tho rot i no i c ac i d derivat i ves i nclud e ret i no l , rot i ny l acy l ato and rot i ny l 
acetat e, A drug/lipid ratio range for incorporation of retinoic acid and its derivatives is 1 
mole%~40 mole%, and people who skill in the art are able to use and make the same. 
Example 1 0 

Please replace paragraph [0054] with the following rewritten paragraph: 

[0054] The liposomes, prepared by the procedure described above, can incorporate 
large amounts of camptothecin. Accordingly, people who skill in the art are able to 
know that the liposomes system prepared by description of example should be able to 
incorporate all of camptothecin derivative, and a drug/lipid ratio for incorporation of 
camptothecin and its derivatives is 1 mole%~40 mole%. Examp l es of camptothoc i n 
dorivativo i nclude ir i notocan, topotocan, SN 38, 9 aminocamptothec i n, 7 
othy l camptothocin, 

10 hydroxycamptothoc i n, 9 n i trocamptoth e cin, 
10,11 mothylonod i oxycamptothec i n, 
9 amino 10,11 m e thy le n e d i oxycamptoth e cin, 
9 ch l oro 10,11 mothy le n e d i oxycamptothoc i n, 

7 (4 mothy l p i poraz i nom e thy l ene) 10,11 othy l onod i oxy 20(S) camptothocin, 
7 ( 4 m e thylp i p e razinomethy le n e ) 10,11 m e thy le n e d i oxy 20(S) camptoth e c i n 
and 7 (2 N i sopropy l amino)othyl) (20S) camptothocin. 

Please replace paragraph [0055] with the following rewritten paragraph: 

[0055] Examples 1, 2, 9 and 10 have indicated that the liposomes prepared 
according to the invention can incorporate large amounts of paclitaxel and its derivative, 
retinoic acid and its derivative, and camptothecin and its derivative. In accordance with 
this aspect of the invention, the liposomes, which are not limited to incorporate the 
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compounds listed above, are capable of incorporating large amounts of paclitaxel and 
its derivative, retinoic acid and its derivative, camptothecin and its derivative, and 
mixture of combining two or more compounds listed above. Examp l e of dorivativo of 
pac li tax e l inc l ud e s docotax e l. Examp le s of d e rivat i v e s of r e tinoic acid i nc l ud e r e tino l , 
r e tinyl acy l at e and rot i ny l ac e tat e . Examp le s of d e r i vativ e s of camptoth e c i n i nc l ud e 
i r i notocan, topotocan, SN 38, 9 aminocamptothoc i n, 7 othylcamptothocin, 10 
hydroxycamptoth e c i n, 0 nitrocamptoth e cin, 
10,11 mothy le n e dioxycamptothec i n, 
9 am i no 10,11 m e thylon e d i oxycamptoth e c i n, 
9 chloro 10,11 mothy l on e dioxycamptothocin, 

7 ( 4 m e thy l p i p e raz i nom e thyl e n e ) 10,11 e thyl e n e dioxy 20(S) camptoth e cin, 
7 ( 4 m e thylpip e raz i nom e thy le n e ) 10,11 m e thyl e n e d i oxy 20(S) camptoth e cin 
and 7 (2 N isopropy l amino)othyl) (20S) camptothec i n. 

Example 11 



AMENDMENT 



-5- 



10/624,362 



